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I. Basis of the r port 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7)): 
Description, pages: 

1 -24 as originally filed 

Claims, No.: 

1 -23 as received on 1 5/02/2001 with letter of 1 5/02/2001 

Drawings, sheets: 

1/14-14/14 as originally filed 



Sequence listing part of the description, pages: 

1-26, filed with the letter of 28.02.00 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

E3 filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

IS The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 
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□ the description, 

□ the claims, 

□ the drawings, 



sheets: 



pages: 



Nos.: 



5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report,) 

6. Additional observations, if necessary: 
II. Priority 

1 . □ This report has been established as if no priority had been claimed due to the failure to furnish within the 

prescribed time limit the requested: 

□ copy of the earlier application whose priority has been claimed. 

□ translation of the earlier application whose priority has been claimed. 

2. □ This report has been established as if no priority had been claimed due to the fact that the priority claim has 

been found invalid. 

Thus for the purposes of this report, the international filing date indicated above is considered to be the relevant 



3. Additional observations, if necessary: 
see separate sheet 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 
claims Nos. 33 and 34. 



□ the said international application, or the said claims Nos. relate to the following subject matter which does 
not require an international preliminary examination (specify): 



□ the description, claims or drawings (indicate particular elements beioWj or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 
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□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

El no international search report has been established for the said claims Nos. 33 and 34. 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 



Novelty (N) 


Yes: 


Claims 


1,2,3,8,10-12,14,15-17,20 




No: 


Claims 


13, 21, 22, 23 


Inventive step (IS) 


Yes: 


Claims 


1,2,3,8,10-12,14,15-17,20 




No: 


Claims 


4,5,6,7,9 


Industrial applicability (IA) 


Yes: 


Claims 


1-23 




No: 


Claims 





2. Citations and explanations 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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Reference is made to the following documents: 

D1 : KIKUNO, R. ET AL.: 'Prediction of the Coding Sequences of Unidentified 
Human Genes. XIV. The Complete Sequences of 100 New cDNA Clones from 
Brain Which Code for Large Proteins in vitro' DNA RESEARCH, vol. 6, no. 3, 30 
June 1999 (1999-06-30), pages 197-205, XP0021 42997 

D2: KAARTINEN, V. ET AL.: 'Abnormal lung development and cleft palate in 
mice lacking TGF-beta3 indicates defects of epithelial-mesenchymal 
interaction' NATURE GENETICS, vol. 11, no. 4, December 1995 (1995-12), 
pages 415-421, XP000864758 cited in the application 

D3: WO 93 1 61 78 A (USA, DEPARTMENT OF HEALTH AND HUMAN 
SERVICES) 19 August 1993 (1993-08-19) 

Item I 

In the priority document the specific DNA sequences SEQ ID. NOs: 1-4 are not 
disclosed. Therefore D1 becomes a relevant document under Article 33 (2) (3) 
PCT for certain claims. 



Item V 

1 . D1 describes SEQ ID. No: KIAA1034 (page 200, Table 2). 

According to the sequence comparisons of the Search Examiner said KIAA034 of 
D1 is identical with SEQ ID NOs: 1 and 2 and almost identical with SEQ ID. NOs: 
3 and 4 (see STRAND results). 

Therefore said document is novelty destroying for Claims 21 and 22. 
Although no utility is described in D1 the DNA as is novelty destroying for a 
product claim. The utility is an inherent feature which cannot render a known 
product novel. 

The same applies to claim 13 and 23. The wording "pharmaceutical formulation" 
and "use as a pharmaceutical" is an unspecific term and includes e.g. DNA plus 
water which is also not distinguished from the DNA of D1 . 
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2. Claim 4 discloses a delivery vehicle as such. Although it is dependent from Claims 
1 ,2 or 3, Claim 4 itself is neither a "use 11 claim or a "product for use claim". 

Claim 4 does not provide any special technical features and is regarded as 
obvious. The nucleic acid known as such from D1 would also be incorporated into 
a delivery vehicle. 

Therefore said claim does not involve an inventive step in view of D1 and the 
skilled persons knowledge. 
The same applies to claim 5. 

4. The antibodies of Claims 6, 7 are not directed to a specific use, but to antibodies 
as such. It is obvious for skilled person to derive antibodies form a protein which 
can itself be derived from a known nucleic acid sequence (D1). 
Therefore Claims 6 and 7 are not allowable under Article 33 (3) PCT. 
The same applies to claim 9 since the method for detecting antibodies is not 
specified. 

3. Claims 1, 2, 3, 8, 10-12, 14, 15-17 and 20 appear to be novel and inventive. Said 
claims refer to the use of nucleic and amino acid sequence encoding a tissue 
repair protein involved in orofacial clefting or the products for use, a method of 
producing transgenic mammals and methods for treatment and diagnosis in 
orofacial clefting. 

A genomic clone YAC-CP-1 has been provided (Claim 35) which represents the 
cloning of this cleft palate gene and crosses the breakpoint of two patients. 
Proof that human chromosome 2q32 contains a CPO-causative genetic locus has 
been provided by the cloning of a gene whose function is disrupted by both 
breakpoints in these patients and the demonstration of mutations within this gene 
in cytogenetically normal individuals with CPO. 

Via the genomic DNA sequence and the combination of EST database sequences 
the human cDNA SEQ ID NO:1 was identified and the amino acid sequence SEQ 
ID NO: 2 was deduced (page 14, paragraph 1). In addition, the corresponding 
mouse gene SEQ. ID. No 3 was identified. 

D2 is the closest prior art document describing cleft palate in mice lacking TGF- 
B3. There is no evidence that said B-TGF-3 represents the wound repair protein of 
the present application. Therefore the problem is to define further genes and 
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proteins involved in cleft palate suitable for therapy and diagnosis. 
Item VIII 

1 . Claim 3 is objected to under Articles 5 and 6 PCT for the following reason: 
The claimed protein itself has not been provided and its function has not been 
determined. Therefore the proteins encoded by SEQ ID NOs. 2 and 4 have not 
been sufficiently disclosed (Article 5 PCT). Besides it is noted that in the regional 
phase an objection under lack of industrial applicability should be expected. 

2. For the assessment of the present claims 1 ,2 and 10-12 on the question whether 
they are industrially applicable, no unified criteria exist in the PCT Contracting 
States. The patentability can also be dependent upon the formulation of the 
claims. The EPO, for example, does not recognize as industrially applicable the 
subject-matter of claims to the use of a compound in medical treatment, but may 
allow, however, claims to a known compound for first use in medical treatment 
and the use of such a compound for the manufacture of a medicament for a new 
medical treatment. 
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